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FOOD AND DRUG ADMINISTRATION
CZNTER FOR DRUG EVALUATION AND RESEARCH
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FROM : Chief
OTC Compliance Brancn (HED-312)
Division of Drug Lazeling Compliance

SUBJECT: Nighttime Sleep-Aid Drug Products for Over-the-Counter Human Use:
Final Monograph; Final Rule

TO : ALl Recionzl Food and Drug Directors
i1 District Directors
211 Stzticon Chiefs
ttn: 0T Fieic Contzact
Compliance Brancn Chie

y

PURPCSE

To notify the Districts that the OTC Final Monograph covering Nighttime
Sleep-Aid drug products has puclisned and to implement tne compliance
foliow-up as described pelow. Two ingradients, diphenhydramine HCL and
diphenhy3dramine citrate when used in conformance with 21 CFR 338 are
consideresd safe and effective for use in OIC Nignttime Sleep-Aid Drug
Products. Use of any other active ingredients in any such product
introduced or celiverz3 for introduction into interstate commerce on or
aftar February 14, 1930 in the absence of an approved NDA will be in
violation of the Federal Fool, Drug, and Cosmetic Act.

SUITMARY

The final rule, in the form of a final monograpr (FM), establishing
conditions under wnich over-the-counter Nighttime Sleep-Aid drug products
are generally recognized as safe and effective and not misbranded was
published in the FEDERAL REGISTEZR, Fabruary 14, 1989, Vol. 54, No. 29, 54 FR
6814 (copy enclosed) and codified in 21 CFR Part 338. Any drug product
marketed for use as an OTC Nighttime Sleep-Aid drug that is not in
conformance with the monograph (21 CFR 338) will be considered a new drug
within the meaning of section 20l (p) of the FD&C Act (21 U.S.C. 321 (p)) for
which an approved new drug application under section 505 of the act and 21
CFR 314 is required for marketing. In the absence of an approved new drug
application, such a product is also misbranded under section 502 of the act.

Thersfore, on or after February 14, 1990, any OTC drug product that is
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LISTING OF MANUFACTURERS/DISTRIBUTORS/PRODUCTS

DISTRICT

SUSJECLT TO THIS DRUG STUDY BULLETIN

MARKETER
Approved Pharm Corp.
Syracuses, NY

Walgreen Labs
Chicago, IL

Reece Chemiczl
Cleveland, OH

Nature's Way Products Inc.
illie,

Springville, UT 844663
Miles, Inc.
Elknart, IN

Hezalth Care
Industries, Inc.
Elkhart, IN

Morton Pharmaceuticals
Memchis, TN

Block Drug Co.
Jersey City, NJ

Pioneer Pharm.
Irvington, NJ

Randob Labs Ltd.

P, 0. Box 3453
Mount Vernon, NY 10551

Prlee l wmesdmm = A~ =

PRODUCT
Sleep-Serene Tablets
Sleep II
Sleep-Ettes-D Tablets
Naturest
Nervine Capsules

Sleepocin Capsules

Sedataps Tablets
Nytol Tablets
Diphennhydramine Capsules

Dormin Capsules

Sleep-Zze 3 Tablets

Div. American Home Products

New York, New York

Rugby Labs
Rockville Centre, NY

Thommpson Medical
New York, NY

Beecham Products
Pittsburgh, PA

Weeks & Leo
Des Moines, IA

Sleep Easy Tablets
Sleepwell Capsules, Tablets

Sleepinol Capsules, Tablets,
Caplets '

Sominex Tablets
Sominex Liquid

Sleep Cap
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FDA Talk Papers are prepared by the Office of Public Affairs to guide FDA personnel in responding with consistency and
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and full texts are releasable upon request.

T79-21 Ed Nida
May 1, 1979 (301) 443-3285

METHAPYRILENE

An interim report from the National Cancer Institute indicating that
methapyrilene causes liver cancer in experimental rats and mice was preasented
today for review by the Institute's advisory group, the C]earinghousé on En-
vironmental Carcinogens. The Clearinghouse said the studies showed that
methapyrilepe is a potent carcinogen in animals and is a potential human
carcinogen.

The report considered by the Clearinghouse today was initiated by
FDA in October, 1977, after another study first raised the possibility that
methapyrilene could cause cancer. FDA at that time asked NCI to expedite its
testing of the drug.

Following the early reports of methapyrilene's carcinogenicity, manufac-
turers of nonprescription cough-cold drugs began removing it from their
products. The ingredient remains in nonprescription nighttime sleep aids
as well as some prescription drugs. In all nonprescription drugs, methapyri-
lene is listed in the ingredient statement on the label.

Following the NCI Clearinghouse meeting today, FDA issued the following
statement:

The Clearinghouse today discussed a verbal presentation of data indicating
that methapyrilene causes cancer.

FDA will ask NCI to expedite the transmittal to FDA of the actual study
results. Once the data are received from NCI, FDA will evaluate them quickly.

-MORE-




Page 2

The agency said last June that in the evént the data produce evidence that
“methapyrilene poses a health hazard as a carcinogen, the agency will take
appropriate action to remove tﬁis active ingredient from the market, whatever
its use, i.e., sleep aid, antihistamine."

If this action is taken, FDA will consider the need for a recall of
methapyrilene-containing drugs and discuss with the manufacturers the
possibility of reformulating their products.

#iaT
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U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

P79-11 (Food and Drug Administration)

FOR IMMEDIATE RELEASE PINES--(301) 443-3285
June 8, 1979 (Home )--(202) 363-4104

The following statement was issued today by Joseph A. Califano, dJr.,
Secregary of Health, Education and Welfare:

The over-the-counter drug manufacturers who have voluntarily agreed
to recall products containing methapyrilene have acted in a responsible
manner. The FDA has been concerned about the safety of this ingredient.
for some time and this concern was highlighted last month when studies
evaluated by the National Cancer Institute Clearinghouse showed it to be
a potent cancer-causing agent in laboratory animals.

This substance therefore poses a potential risk to humans, and
people who take sleep aids or cough-cold or allergy remedies should
discontinue using those containing methapyrilene. Consumers should
consult the ingredient 1ist on medicines in their possession to see
whether methapyrilene appears.

FDA will carefully monitor the recall conducted by the firms to
make certain that it is complete. The recall will not remove from
retail shelves nasal sprays or skin medications containing methapyri-
Tene, since the risk associated with those preparations is much lower.

FFAT
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U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

P78-22 (Food and Drug Administratign)
FOR IMMEDIATE RELEASE Ed Nida - (307) 443-3285
June 12, 1978 (Home) - (307) 365-4574

As part of a continuing scientific review affecting several hundred
thousand medicines now sold to Americans without prescription, the Food
and Drug Administration today proposed new standards for permissable in-
gredients and Tabeling for night-time sleep aids and stimulant drugs.

The Agency further proposed to end the marketing of all nonprescrip-
tion drugs now sold as daytime sedatives, This latter action is based
on an FDA decision that the daytime sedatives now available pravide ng
'sedation but merely make people drowsy when they may not want to be --
i.e., while driving an automobile or Operating macninery,

FDA also proposes that methapyrilene, an antihistimine, be excluded

from the night-time sleep afds pending further study. Preliminary reports

indicate the ingredient may cause tumors in test animals. FDA has asked
the National Cancer Institute to expedite testing of the substance,

Today's proposal is FDA's second step in establishing new standards
to assure the safety and effectiveness of night-time sleep aids, daytime
sedatives and stimulants sold over the counter (0TC). The first step
wWas publication some months ago of a report by a panel of nongovernment
éxperts which reviewed for the Agency all ingredients used in these pro-
ducts. Today's proposal represents FDA's evaluation of the Pane] report
and all other available data.

-MORE-



FDA will accept written objections and requests for hearings for 60

days on the Proposed standards. Ffpa will issue final standards at a later

time.

aid or stimulant would have to comply with the formulation and labeling
requirements of the standards. Products would be allowed to deviate from
the standard only with specific FDA approval. )

FDA finds that no ingredients now being used in nonprescripticn sleep
alds meet the minimum Tegal requirements for safety and effectiveness, ané
proposes to allow one ingredient, pyrilamine, to stay on the market while
further studies are being carried oyt.

FDA also Proposes that sleep aids that remain on the market be
Tabeled as follows: “helps .fall asleep," "for relief of occasional
sleeplessness," or “helps to reduce difficulty in falling asleep." The
standard would require a warning statement to caution against using such
drugs with alcohol. |

The Agency finds caffeine to be the only safe and éffective ingredient
in nonprescription stimulants. The proposed 1abel for such products would
say: "helps restore mental alertness or wakefulness when experiencing
fatigue or drowsiness."” Under FDA's proposal, the Tabel would warn that
exceeding the recommended dose may ead to increased nefvousness, anxiety,
1rritabi]ity, difficulty in falling asleep or disturbances in heart rate
and rhythm {palpitations). |

-MORE-
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The Tabel would point out that the product contains about as much
caffeine as a cup of coffee and should be taken cautiously with coffee,
tea or cola drinks since they also contain caffeine.

Objections and requests for hearings may be submitted to the Hearing
Clerk, Food and Orug Administration, Room 4-65, 5600 Fishers Lane,
Rockville, Maryland 20857.

#i#d
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U.S. DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

p79-14 ’ (Food and Drug Administration)
FOR IMMEDIATE RELEASE ED NIDA--(301) 443-3285
June 22, 1979 (Home)--{301) 365-4574

The Food and Drug Administration today announced its final decision
to prohibit the sale of any nonprescription drug labeled as a daytime
sedative.

FDA had announced last year its intention to do this. Since then
many manufacturers have relabeled their produﬁts to market them as
nighttime sleep aids, or have removed their products from the market.

: Nonprescription daytime sadatives as well as nighttime sleep aids
<a generally contain antihistamines, which make people drowsy.

FDA opposes the marketing of nonprescription drugs as daytime seda-
tives because there is no évidence that drowsiness helps relieve anxiety,
and drowsiness is not a desirable side effect during the day, when people
need to be alert. FDA has not opposed the sale of antihistamines as night-
time sleep aids since drowsiness can help people fall asleep.

A few daytime sedatives contain scopolamine or brémide, ingredients
that FDA regards as being unsafe or ineffective for daytime sedative use.

The decision takes effect in six months. Any nonprescription drug
labeled as a daytime sedative that is introduced in interstate commerce
after that will be subject to FDA regulatory action.

Notice of the FDA order appears in the FEDERAL REGISTER June 22, 1979.

#4s
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METHAPVRIT.ENE - Fcrm Letier to Marketers

Gentlemen:

This letiter ccncerns the above
metharvrilene-containing zrecu

t(s) and any othe
tcrical use, wh1c1

ncw Cr pave ceen man ur=c+'u..,.‘, razceled, repaciksd or distriputsd ov
your firm. All strangths ard all Icts ars included.

A numger of manufacturers of ouman drug preducts containing
methapyvrilene have veluntarily agrsed to racall their products frem
the market. This cdecisicn was based on cocnclusicns resached by the
Food and Drug Administraticn after raviewing reports received from the
Naticnal Cancer Instituts that methapyrilene is a potant carcincgen in
rats and is, therefcre, a potantizl carcincgen in man. Your firm may
be cne of those taking this voluncary actizn. Feor vour informaticn,
we are enclcesing a cocy of a Tublic statsment issued bv the Food and
Drug Administraticn regarding its conclusicn that methapyrilene is a
carcircgen.

In view of this new infermaticn, &1 humzn drugs ccntaining metha-
tyrilene for systamic or tooical use are rsgarded as new drugs within
the meaning of Secticn 201(p) of the Act. Therefors, all drugs for
systemic cr torical use containing methapyrilene ars sunjec*- to regu-
latory acticn under Secticns 302 and 505 of the Act.

Because of the potential nazard, the Focd and Drug Administraticn is
requcsting cf all firms that any manufach: “"'-g :al~cellxg, repack-
aging arnd/cr distributing of numar drug oroducts centaining metha—
pvrilene for systemic or topical use te discontinued. Further, it is
in the public intarest that promet racall te undertaken of all stocks
of thess prcducts as follcws:



Metharyrilene Recall Form Lettar Page 2

Svstamic prcducts to the retail/dispensing level.

'...J
~——

[3S)

Tovical products, nasal sprays and/or eardrops to
the wholesale level.

These recalls will be classified by FDA as firm—initiated Class II.

To detarmire the effectiveness of these recalls, checks should be made
of at least ten (10) percent of the total number of your consignees.
This is regarded as Level C in the FDA's Recall Guidelines (21 CFR 7.1
et. seqg.) which wera published in the June 15, 1978, Federal Register
(43 F.R. 26202 et. seq.).

Qur District office will ccntact ycu pramptly on this
mattar, ’

Sincerely yours,

-

Jcsern 2, Hile
Asscciate Commissioner f£or
Regulatory Affairs

Encleosure:

Public Statsment Re Carcincgenicity
of Methapyrilene

Methapvrilene - List of Marketars

cc:

All RFID's

All District Directors
A1l District Compliance Branches
-1

H-2

HFC-1

BFC-2

HN-1

HFY-1

HED-1

HED-2

HFD-4 (Morriscn)

GCr-1 (Pfeiffar/Scarlet)
HFO-1

HFC~-13

HFI-40

HET-45
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Methapyrilene Recall Fcorm Lettar Page 3

HFC-30

BFT-100 (Finkel)

HFD~102 (D'Aguanno)

HFD-300 (Byers)

cc (continued) :

HFC-302 (2) (Kcustanis)

HFT-310 (Apcdaca)

BFD-312 (AJArcnscn)

HFD-300 R/™

CDILC File

CCZP File

HFA-224

AJAronscn:jag:5/16/79 (1st R/D)

R/D Init: EPfeiffer:5/29/79 RHeller:5/23/79 Gcustanis:3/24/79
JHalperin:5/29/79 RApodaca:5/30/79 -

R/D Revised:AJArcnscn:jag:5/6/79

TMChin Init: Pending O.X. as to level of recall sy Commissicner to
Sec. HEN - 8/7/79 _

JPEile: Cocncurred, casad cn confirmaticn of lavel of recall for all
products by Cammissicner - §5/7/79

R/D Revised:AJArcnscn:jag:6,/11,/79

R/D Init: RApcdaca:5/11/79 GRoustanis:6/11/79 AJAronscn:§ 11/79
™Chin:6/11/79 &ykstra:6/11/79

R/D Revised:AJAronscn:jag:5/11/79

R/D Init: AJArcnscn:s5/11/79 RApodaca:5/11/79 REeller:5/11/79
TEBvers:6/12/79 .

R/D Revised:AJArcnscn:jag:5/11/79

R/D Init: AJArcnscn:5/11/79 RApcdaca:5/11/79 RHeller:5/11/79
GAcusteanis:5/12/79 TEBvers:6/12/79 JMorrisen:6/12/79
JRCrout:6/12/79 JpHEile:6/12/79

FINAL:5/15/79
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Part 1l

Department cf
Health and Human
Services

Food and Drug Administration

21 CFR Part 338

Nighttime Sleep-Aid Drug Products for
Over-the-Counter Human Use; F nal
Monograph; Final Rule
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In addition. some products mayv have
to be reformulated to compiy with the
monograph. Reformulation often
involves the need ‘o do stability testing
on the new product. An acceierated
aging process may be used !0 test a new
formulation: however, if the stability
testing is not successful. and further
reformulation is required. there could be
a further delay in having a new product
available for manufacture.

The agency wishes to establish a
reasonable period of time for relabeling
and reformulation in order !0 avoid an
unnecessary disruption of the .
marketplace. that could not only result
in economic loss but also interfere with
consumers’ access to safe and effective
drug products. Therefore. the agency is
providing an effective date of 12 months
after the date of publication of the final
monograph in the Federal Register.

In response tc the proposed ruie on
OTC nighttime sleep-aid drug products.
four consumers, two consumer groups,
six drug manufacturers. one drug
manufacturer association. and one
consultant representing four different
drug manufacty-ers submitted
comments. Requests {or oral hearing
before the Commissioner were also
received on 12 different issues. Copies
of the comments and the hesaring
requests received are on public display
in the Dockets Mznagement Branch.
Any additional information that has
come to the agency's attention since
publication of the proposed rule is also
on public display in the Dockets
Management Branch.

In proceeding with this final
manograph. the agency has considered
all objections, requests for oral hearings,
and the changes in the procedural
regulations. In light of the changes in the
OTC drug review procedural regulations
and the withdrawal of methapyrilene
from the marketplace (see below), many
of the objections filed in résponse to the
agency's propased regulation an OTC
nighttime sleep-aid drug products are no
longer applicable, e.g., comments on

- testing guidelines and on methapyrilene.

In those cases where the agency has
agreed with submitted objections and
has revised the final monograph
accordingly, the Commissioner
concludes that any requests for hearing
are moot. Therefore, such hearing

senuesis are not discussed in the
fuiiwing responses 1o comments.

Ure comment recuested hearings ¢
severa: aspects of the ruje if the
Co Cner in making his decisions.
senied upen 2vidence that was ot in the
public domain. The Commissioner
advises that the agency's decisions in
this sujemaxing have been based
entirely on the administrative record.
which is publiciy available in the

Dockets Management Branch. Therefore,

the Commissioner concludes that the
comment is no longer requesting
hearings on those issues. All other
requests for hearing are discussed
beiow.

All "OTC Volumes™ cited throughout
this document refer to0 the submissions
made Dy interested persons pursuant to
the call-for-data notice published in the
Federal Register of August 9. 1972 (37 FR
16029}, or to additional information that
has come to the agency's attention since
publication of the notice of proposed
rulemaking. The volumes are on public
display in the Dockets Management
Branch.

L. The Agency's Conclusions on the
Comments

A. General Comments on OTC
Nighttime Sieep-Aid Drug Products

1. One comment requested that the
agency not remove nighttime sleep-aid
drug products from the OTC market.

The tentative final monograph on
nighttime sleep-aid drug products (43 FR
28544) did not propose to remove this
entire class of drug products from the
OTC market. The agency recognized the
usefuiness of this class of drugs. but
concluded that the data available at that
time were not sufficient for FDA to
determine that any specific ingredients
in this class of drugs were generally
recognized as safe and effective. Since
that time. additional data have been
submitted to the OTC drug review to
support the safety and effectiveness of
diphenhydramine hydrochioride and
diphenhydramine monocitrate {now
named diphenhydramine citrate), and
these ingredients are included in the
final monograph for OTC nighttime
sleep-aid drug products. In addition,
products containing doxylamine
succinate are marketed OTC as a
nighttime sleep-aid under approved new
drug applications (NDA's).

2. One comment argued that the
Commissioner had failed to follow the
prescribed procedures in tssaing the
tentative final monograph on OTC
nighttime sleep-aids and that it ig
without legal authority. The comment
also contended that the tentative final
monograph is arbitrary, capricious. and

nnt supported by substantial evidence
and requested g hearng on this issue.

At the time of pubiication of the
panel’s report and recommended
Tlenaerashn the Federal Register of
Deceniber 8, 1675 {40 FR 37282),

330.10{a(6) provided for a comment
period of 50 davs after publication of a
parei's report and recommended
monograph. and a period of 30 days
from the last day of the comment period
for reply comments to be filed. In the
report, the agency allowed for a
comment period of 90 days. which
conforms with current 330.10(a)(6).
Section 330.10{2)(7} provided that after
reviewing all comments and reply
comments. a tentative final monograph
would be published in the Federal
Register. The agency received comments
and reviewed them. In the Federal
Register of June 13, 1978 (40 FR 57292),
the agency responded to the comments
in the tentative final monograph. Section
330.10(a)(7) has been subsequently ’
expanded to require review of new data
prior to publication of a tentative, final
monograph.

The comment does not specify what
procedures it alleges that the o
Commissioner failed to follow and the
agency is not aware of any. Therefore,
the agency concludes that it followed -
the prescribed procedures set forth in 21
CFR 330.10{a)(6) and (7) for publishing a -
tentative final monograph on OTC
nighttime sleep-aid drug products. The
agency rejects the comment's contention
that the tentative final monograph is
without legal authority. The legal
authority for this rulemaking process is
provided by the Federal Food, Drug. and
Cosmetic Act (the act), as cited in the
“Authority” paragraph which
immediately precedes the monograph.
The agency's conclusions reached in the
tentative final monograph are supported
and well documented with references
publicly available in the administrative
record for this rulemaking. Therefore.
the agency conciudes the comment's
contention is not valid. The ™ -
Commissioner also concludes that a -
hearing on this issue is not warranted.

3. One comment objectéd to the - = -
statement in the tentative final =~ ¢ -
monograph “that OTC drugs should
contain only such inactive ingredients as
are known to be safe and are necessary
for pharmaceutical formilation™ [43 FR .

125544 at 25560). The comiient coatended
* that this statement is without sanction” -7

of law and is inconsistent with other
FDA regulations. The comment IR
requested revocation of the statement =
The statement In question was partof
the preamble and not part of the ¢ 2,
tentative final monograph: thus; it need %
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undertake such studies for the public
2ood.

The agency appreciates the
vommeni’s cuncemns. However, FDAs
proimary chiarge is 10 ensire that drugs in
ihe marketpiace are both sufe and
vlective for Geir intended use, 1ol 1o

development of zew drugs. In addition,
this final monegraph contains
ingredients that are considered safe and
effective for use as OTC nighttime slecp-
aids.

7. One comment urged the agency to
recognize the legal status of the
monographs issued under the OTC drug
review as being interpretative rather
than substantive regulations.

The agency addressed this issue in
paragraphs 85 through 91 of the
preambie to the procedures for
classification of OTC drugs published in
the Faderal Register of May 11, 1972 (37
FR 9464), and in paragraph 3 of the
preambie to the tentative final
monograph for OTC antacid drug
products published in the Federal
Register of November 12, 1973 (38 FR
31280} FDA reaffzms the conclusions
stated there. Subsequent court decisions
have confirmed the agency's authority to
issue substantive regulations by
rulemaking. (See, e.3.. Nationa/
Nutritional Foods Association v.
Weinberger, 512 F.2d 688, 696-56 {2d Cir.
1975} and Mationa/ Assaciation of
Pharmeceatical Menofoctarers v, FDA.
487 F. Supp. 412 {S.DN.Y. 15€0), affd.
637 F.2d 887 {24 Cir. 1981).)

8. One commem disagreed with the
agency’s statement in the tentative final
monograph that the Panel had gone
bevond its charter in making statements
on advertising (43 FR 25544 &t 25545}
The comment believed that the agency's
Statement was in contradiction to a later
statement that the OTC adviscry review
panels “are free to comment. on any
scientific or policy issue that they have
considered in the course of their review"
(43 FR 25358). The comment urged the
agency to adopt a formal statement of
policy with respect to advertising and
indude it in the monograph.

The agency disagrees with the
comment that the two statements are in

contradietion. Tae OTC advisory-reyigw

panels were charged to advise the

- agency on the safety, effectiveness, and -

labeling of OTC drug products. They
were ot charged with making -

-recommendations on advertising

- -~ because the Federal Trade Commission

[FI‘C}.notFDA.'utheagencyihathas
the pri respoasibility for i
OTCdrug wdvertising. PDA haq the

'=auihmitytorqa{xtemdmg

adve:'ﬁsingﬁutccasﬁmmlabehng-

-~ " under ie-Fedaral Food. Drug, aad - -

Cosmetic Act. See, 2.2, United Stutes v.
Articie of Drug = * - 8-Complex
Choiinos Capsuies. 362 F.2d 523 (3d Cir.
19661 V.E lrens. Inc. v. United States,
244 F.2d 34 {10th Cir.}: cers. denfed, 354
U.S. 922 {1957). |a addition. for an OTC
drug to be generaiiy recognized as safe
and effective and not mistranded. the
advertising for the drug must, satisfy the
FDA regulations in § 330.1{d) (21 CFR
330.1(d)). which state that the
advertising may prescribe, recommend.
or suggest the drug’s use oniy under the
conditions stated in the labeling. If
advertising for an OTC nighttime sleep-
aid drug product offers the product for
conditions not included in the fina]
monograph labeling, the drug product
may be subject to regulatary acticn by
FDA. Therefore, as stated in the
tentative final mozograph. advisory
review panels are free to comment on
any aspect of OTC drug regulation
notwithstanding FDA's limited authority
1o implement their recommendations.
Because the agency's jurisdiction over
OTC drug sdvertising is atready stated
in the act and in existing agerms
regulations that are applicable to ail
OTC drug monographs. the comment's
request for inclasion of a poticy
statement on advertising in this
particuler monosraph is not necessary.
S: Orre comment disagre=d with the
agercy’s statements in the {entative
final monograph that the Consumer -

Product Safety Commisaion (CPSC) and -

not FDA has the suthorily to place
limitaticas on package size (43 FR 25544
8t 25546). The comment stated that
CPSC has authority to require child-
resistant closures, bat does oot have the
autherity to regulate the quantity
available in 8 product container. The
comment expressed the belief that.
under the act. FDA has autherity 1o limit
the conditions ander which adrogis
used including the quamtity of drogina
container. Because of the Panel's
concern for potertial harm to children if
large quantities of any nighttime sleep-
aid are izgested. the comment Szquested
that the agency restrict the quantity of a
nighttime sleep-aid packaged per
container {0 a safe evel or incinde a
warning that ingestion of large '
quantities could be lethal. The comment
also requested » hesring on this issus, -

The agency agrees with the comment -

that FDA does have authority to place

limitations on package aize when .-
deemed necessary, ng the - .- r e -
- recommended {imitsticni-in the y--

of 144 grain-(pedtairc) aspirin ta to- -

20L.314(c}}. Conceraingthe

in N@m d!!? atd—- -
- container, however, 20 avidescabag -~

been presented to warrant such o
restriction.

CPSC has the authority to require
chiid-resistunt ciosures. FDA is awure
that CPSC has reviewed the available
data on antihistamines and has
determined that child-resistant closures
are warranted for OTC drug products,
including nighttime sleep-aids,
containing more than 88 milligrams (mg)
diphenhydramine base in any oral
dosage form. (See 18 CFR 1700.14(8){17).)
The comment did not submit any data
that indicate a need to limit the package
size of OTC nighttime sleep-aid drug
products containing diphenhydramine
nor did it submit any data that indicate
a need o include a warning that
ingestion of large quantities couid be
lethal Therefore, FDA does not believe
that limiting the package sizs for OTC - -
diphenhydramine-containing nighttime
sleep-aids or a warning ix necessary at

this dme. Hrheagenqmpoaedlimiﬁng -

the package sizeof szch drug products
to 66 mg diphenhydramine or less, each
package woald contain ondy one. aduit
dose of 50 mg. Limiting the package size
to a single dose would be impractical. kn

. view of CPST s finalrale og child- *

resistant packaging, the impracticality of
limiting a package size to a single dose. L

. and the comment’s faflurs to snbmit
-, data supporting the need for farther -~
. action, the Commissioner concludes that ;

a hearing by. FDA on thds Issue is not
warranted at this ttome. ~~ © -
10. One comment requested FDA to.
join with FTC in conducting hearings on
the possibilities of deceptian in labeling
and advertising caused by “Jook-alike/
sound-alike” drugs. The commeantnoted
that the agency’s response to this issue

was that if "look-alike/sound-akike™
drugs presented an-opportuzity for
abuse, appropriate action woald be
initialed under sectian 502{a} of the act ..
{see comment 19, 43 FR 25544 al 25547,
The comment maintained “that enough
evidence is present to warrant .- . -
affrmative action on thissue ™ |

The agency recognizes the potentia] -
for deception in the marketing of OT

“look-@/mdahh:'dnag& LA




final monograph, byt urged that thig
claim and tx2 “sound sleep” claim both
Sz inciuded in the Mnonograph. The
comment: aiso requested g Nearing on
this issue.

Another comment cbjected to the
azency's Category I placement clthe
Ciaim “heips voy 2lax so vou can fal]
asieep.” Arziing that the agency
concaded that nighrtime sicen-aids
provice a relzxant action, the commen:
referred to the agency's statement at 43
FR 25353 that such a “product will make
one drowsv, not just relaxed * ¢«
The comment requesteq that this claim
be moved from Category li to Category
I

The above classifications were made
in the tentative §na) monograph before
the agency received the results of any
ciinical studies that supported
monograph statyz for any OTC

Righttime sleep-aid drug. Since that time,

the agency hag evaluated the resujts of

clinical studies that suppart the safety

comment 22 beiow,)

In those studies, 3 number of eificacy
varables related to the claims and
terns requested by the Comments were

(1) How muck did the medicatian help?,
(2) wake time, (3} bow rested when
awoke?, {4) bow sleepy during day?, (5)
how egergetic during day?, {6} sleep
latency, (7) sumber of awakenings, {8)
sleep duratiog, (8} depth of and
{10) how good was the sleep?

As discussed in comment 22 below, in
one study, dipanhydramine
hydrochloride wag signifi
{p= 05} than placebg for sleep latency,
degree o which medication helped,
depth of sleep, and quality {800dness] of
sleep. At the lpsg conservative .10 leve]
of significance, diphenhydramine was
better than placebe for the amount of
time spent awake in bed. In another
study. diphenhydramine was
significantly better (p=.05) than placebq
for steep latency, degree to which
medication helped, depth of sleep,
quality (goodness) of sleep, feeling
rested upon awakaming, and degree of
energy during previcus day. At the less
conservative .10 level of significance,
diphe ine was better than
placebo for the amount of Hime spent
awake in bed. ATl pther variables
evainated in the studieg Were not
signif-ant

The cdlaim relating to fewer
awakenings, whicy was placed in
- Category Ml in the lentatdve final
monograph, reads as follows; “Reduces
*he number of awakenings in persons

6 wake frequently during the night™

-relating to the m

D04y

o memsavatg

(43 FR 25343 a: 25388). The agency
concluded that thig would be a valid
claim for OTC aignttime sleep-aics if
Supporied by evidence ip weil-
controiled studies. However, none of the
studies submittad 1o support the
elfectivenegss ofdiphenh_vdramine as an
OTC aighttime sizer-aid supports that
claim. Therefcre, ihe scientific dara are
inaceguate 10 ajlow inclusion of the
“fewer awakenings” claim in the
monograph.

Based on the resylts of the
diphenhydramize studies, which
showed that the aighttime sleep-aid drug
improved depty of sieep, quality
(goodness) of sleep, feeling rested upon
awakening, and degrae of energy during
Previous day, tke agency concludes that
the data suppor: the terms “sound
sleep,” "resréyi sleep.” “good night's
sleep.” and “refreshing sleep™ for
nighttime sleep-aid drug products.
Further, the agency notes that the
concept of rest is included in at least
two dictionary definitions for “relax™
(Refs. 1 and 2; therefore, the term
“relaxing” sleen i3 alzq acceptable.
However, the 3gancy considers thege .
terms to be descriptive Hatements that
do not relate in 3 lgnificant way to the
safe and 2factve pse of nighttime sleep-
aid drug products and, therefore, doeg
Dot consider suck information to be
hecessary as part of the required
indications for thesa products. Becauge
these termg are examples of truthfu] and
nonmisieading 1age, the agency
would allow the terms 1o be inclided in
labeling provideg they are not
intermixed with labeling establighed by
the monograpk Based aa the abova
discussion, ths Commissicner conciudes

thata on this issue is not
warTanted,
Regarding the Matement (made by the

agency in the tentgtive mon
at 43 FR 25544 at 25533) referred to by
the comment, the agency was not
conceding that GTC nighttime sleep-aids
act by relaxing but rather interded to
emphasize that thege drugs act by
making one drowsy. Regarding the dlaim
“helps you relax sq you can fall asleep,”
= agency considers such a claim as
ism of actian of
the drug. This efBcacy variabie was not
evaluated as part of the
diphenhydramims stndies. Therefore,
because the data ars inadequate to
Suppart such a claim, it ig ot being
included in the monograph

References

{2} "The Amercay, Heritage Dictionary of
the Zngiish Language.” Houghton Mifflin Co,
Bosian. 1975, 5.¢. "relaxing.”

14. Ore zommen: objected tg the
Warning in proposed § 338.30(c)(2): “If
COrcilion persisis continuously for mpre
than 2 weeks, consyit your physician,
Insomnia may be a ymptom of serious
underiying medica] illness.” The
comment referred (g Teasoning provided
in its eariier comment to the Panel's
report that there is insufficient evidence
of abuse of OTC nighttime sleep-aid
drug produc:s to warrant guch a
warning. )

In addressing this isgye in comment 51
of the tentative fina] monograph (43 FR
25344 at 25534), the agency tentatively
concluded that the warn; was
necessary because it would belp the
user to determine when the limits of -
self-reatment have been reached, The
preseat comment offers no basis to alter
the agency's conclusions; therefore, the
warning is included i the fna] :
moncgraph. .

15. Several commenis objected 1o the
glaucoma WIrdiag sroposed
$ 338.56{cH3Xi). One comment stated
that incorparation of this warning, -
based ca 3 recomarmendation of thae

Advisary Rev':ewp:ndor.xOTC Coid, a

recognizs the dlﬁ‘exmbm the
dosage and patitam of uss of .
ardin ines in OTC nighttime 5] L
aid products and aministamines in .
cough/cold prodncts. The camment alzo -
cited testimony that a parﬁmlar:leep-
aid drug produoct Somtadming -
methapyrilene and ine is zafe
when administered tg patients with - -
slaucoma (Ref, A

The agency recognizes that -
antirstamines nyed a3 OTC nighttime
sleep-aids are taken only once a day, . .
whereas they may be taken op to six
times a day for cough/cold sympioma.
However, the zighttime sleep-aid dosage
I3 often higher than the cough/cold
dosage. In addition, there is variation
between the different ¢

3 with respect to the degree of

g;u‘p;caed sde effecta, and alsn .-

individual yariation {2 response 1o

- antiistaraine drugs fRef. 2). Thps, tbe o : S

agency beli it best o advise
consumers with gi_avwm;a 1o seek the

advice of a physician befors using .-
sta . j
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pain and Ndirzcily reliave tha lension components” (Ref. 3). The sgency

‘ ap:ﬁ_allczf_.‘or 382D, the nighttima sleer- cancluges that the vailable day
ot aid .::g.‘a:c:c:f *il enhance | is effect femain insufficient 1o demunsirate
VrELEving the {eazion ang j1g whzther the sdcition of 4 nighttime
Futang Sieeriessness. Tha Tommen; sleep-g:d enharces the effectiveness of
relrried ig 5 Paniisied articie |5 SILBGN A aralinsic 1o ailow labeling the
tus thaury IRef, 1. 704! 45 a “nighttime Pain relievep -

2
10t commant furiher ar2ved thay ke

oTC crug “ezulations ip
{~ 3

Rc;utding the need 1o identify 5 target
population thy could benefiy froman "

.
T Tines

ST ERENve sivep.aig dfter on'y one §330.20121431v) do A0t require 4 OTC nighttime pain reliever. the agen.
e oee ke The:'e.'ors.':::e showiag that each ingredien; in 5 fecognizes the fact thay he stud dg i 4
Gireciicns for use ip this final ryje have combination Product ig needed. The 8 o ‘th ) O'i‘C nightti 31' €s g.r;
notbees revised 1o include a repeat COmMment poined oyt g the Propused in the ghtlime sleep.aj
dose. regulations for rescription g I

19. Ona COF'T}AT.EHI recommended that CO;‘]biﬂa tion prgducrs ?Zlog}géuagmso) FEZ(‘ pVO'DUJJnl.I(?'IEhlanO t\«;o 8roups, llel d
the agency 2dopt a “Labeling Genepa| make i1 Mandatory na ey, that east in Mm:jafsz wi ieep ;ssr;_ess related 1o
Statemen:” in the final Monograph to ingredient make 3 contribytign, “but S and those who suffer fom

eXPlain FDA's sosition on the following ;=80 = there be a significan; patient Sleeplessness not related 1o pain. In

il on the : ;aa e ,
aSpects of OTC gryg ‘aceling: Confusing PoDuiation requiring gyep, concurren

C.aims, UHS'UPPvOFted_Or Misleading _ therapy.” The SOMMENt stated that 1he recogmzeijthi ex;ste?hce,?f abguxta_ble £
claims, C"a”fls ‘mplying a unique action, absence of such specific language in the !3rget pap ha lon 0{ € cam L;{mon 0
Statement of quantity of actjve OTC drug regulations makee i clear an OTC nig ttime s eep-aid an mt‘emaAI
ingredients, declaration of inactive that. for OTC drug combinationg each ana!gegxq(s}. In this patient popu%alxon
ingredients, ang general warmning ingredient does ot have to be showy to  3re individuals who might on a given ;
statements. e needed, night have both sleep problems and mild

: Severa] comments submjte
regulations in Part 330 explain the of a number of studies inx?vhic?- results !
agency’s policy re arding many of the nighttime sleep-aid/analgeSic * anpropriate to select d{'ugs geParately.
combination drug products were for specific *ymptomatic relief.

evaluated tg determine whether such Since publication of the Panel'’s

regarding inactjve ingredients in oTC combinations shouid be findings and the tentative final
o ; generally
enerz;"g::f' § ;3;’5%.1(3) ctoné?xrtls hould ~ T®cognized as safe anq effective in the Jonograph, the agency annaunced on
lg:e oo ; d..mgu S’Fgea s tha d:s ou final monograph (Re?. ), One comment querpoer 28, 1973, the aval'la.blhty ofa
tneiuded on 4 products also requested a hean’ng on this issye, guideline that states in detail jtg policy

(see alsg discussion of the genera] The article citeg by the comment (Ref  for combining twg o more safe and -

L e Derec ST e e O s S,
he labeling contain the quantitative that the addition of an antihistamine to (431 1.554.86)&‘11 £ 28eacy uses this _
amounts of active ingredient per dosage 21 analgesic, for use in individya]g with  8uideline inp 3 .

° sleeplessness dye 1o Pain. provides for regulatory requirements for OTC

'l‘l{:'ct;e?i?'g ihsaag'ég[gl)ég-(g?ﬁfhtfﬁtin relief of the tension component of pain combu;gﬂqn crugs in §d330']0§f).(?{}”’

1!l respests wpg May not be falsq or and its resultant sleeplessness. I ths Th‘ergux eline is _cun'enFDy a.vt;);agket or L
misleading iy a0y particular.” Speeific randomized, double-bling, Crossover public exammahonhat ';’t N ;DS_

Iabelin_g claims or problems are stgdy. 206 patients were treated for Magagement Br?nc (D'gcl'e o n 18

adequately discussed in the respective “sxmplg nervous {ecsion accompanieq oozz). Item (1)3 the g'uxdje nts o tes,

rulemakings, 1n light of the discuseim by headache” using phenyitoloxamine Category I active [ngredients fom b

above, the agency does not believe it is ~ citrate alone, Sctiaminophen alone, the dxffergnt therapeunf: Fororries may be

necessary tg adopt a genera] labeling - combination of t}gese tWo drugs, or combined to treat 'dszereqt symptom;s

statement aq recommended by the placebo. The subjects rated each concurrently only if each ingredient i

treatment with fespect to degree of relief Present within itg established safe and

;
t
d

comment. and time interval uny) Maximum relief  effective dosage range and the
C. Comments op Combination Drug was obtained for each of the S¥mptoms  combination meets the OTC . | ROt
ducts of tension, anxjety, irritability, ang combination policy in all other ST e

20. One comment disagreed with the headache. Sleep was 70t @ measyreg respects.” N :- e R
agency's conclusiong regardjng Parameter ip this study and, therefore, In reviewing the infonnaﬁo available .. .,
combinations of OTC nighttime sleep. the study is of Jjty]e value in assessing 8everal years ago, the, 23ency tentatively . :
aids with analgesic ingredjents, the effectiveness of the antihistamine jn conciuded that the Combination of ap . , . RS N
Specifically, the comment objected 1o Providing or enhancing g sleep effect. OTC nighttime sleep-aid and OTC. A
the agency’s insistence op factorially The agency hag also revieweq the  interna] analgesic(s) W3as reasonable, : ,
designed studieg to demonstrate 5 target clinjca] studies and information Provided the combinatign was praperly .
Popuiation that would benefy from such submitted in the other Comments (Ref. labeled for yge only when concurrent _.
Combinations, The comment contended 2). These studjeg contain new daya on symptoms exigt, e 3~ for oczasional. ..
that there j5 compelling logic for the e safety and eliectiveness of 4 _ minor aches, pains, and_heada;he with
existence of a target population of combination of two analgesics with accompanyi sleeplessness, i
individuals wi:y sleeplessness due to diphenhydramine for uge ag 5 nighttime * . Accordingly, at that time, the agency :-
Pain and that the tension component of pain reljever. These Studjes, however, . planned to reclassify the combinati

pain produces g degree ofsleeplessness “do not provide Ccomparigong between a nighttima sleep-aid and internal .
beyond that Produced by the pain itself.  the combinations ang their individyg] analgesic(s) from Category 11 to . ;
Although an analzesic may reiieve the antihistamine ang &nalgesic - Category I, T

.
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mean slees laiency o first persisten:
slesc, the sujective vanabic used as a
criarion | ! ;
increasoes
rinulas
‘att"" va

Sldm.ne as comzared tu the nigncho
bah Line n:gnts. Forthe subiective
variabies. there wera no compansons
that were significan: at’ p=0.0

On Agril 16, 1952, accu.o"ﬂ’
information was submitied to the
agency (Rel. 3). including letters from
Drs. Fabrz. Hartmann, and Vogel
addressing the agency’s comments and
evaluation (Ref. 6) on their studies. In a
letter dated April 4. 1983, the agency
discussed its review of these letters and
concluded that the data provide
insufficient evidence of effectiveness for
pyrilamine as an OTC nighttime sleep-
aid (Ref. 7). In its letter, FDA discussed
the following:

(1) There were no analyses of the first
period data of the Fabre study (Ref. 2)
despite the fact that the lack of such
analyses was addressed earlier in the
agency's comments and evaluation of
June 17, 1981 {Ref. §). The data
submitted are still based on analyses
which are not appropriate for crossover
studies. and there was no satisfactory
explanation for the large disparity
between the results of the Austin and
Houston clinics. It is difficult to
conclude that these differencas could be
attributed to the demographic
differences between the two clinics as
suggested by Dr. Fabre.

(2) Of the five efficacy variables
{sleep latency, number of awakenings.
total time spent awake, sieep duration.
and sleep quality) suggested for testing
in the Hartmann, Marsh. and Soderiand
study (Ref. 3), none favor pyrilamine at
the 0.05 leve! of significance. Only two
variables (sleep latency and quahty of
sieep) favor pyrilamine and only at the
0.10 significance level (Ref. 8). The
agency has reviewed the new analysis

- by Dr. Hartmann. which reportedly

demonstrates the superiority of
pyrilamine compared to placebo at
greater statistical significance if subjects
with a sleep latency in excess of 15
minutes are analyzed separately. It was
necessary to exclude slightly more than

. half of the patients who could be

evaluated in order to show a difference

-in sleep latency that favored pyrilamine

at the 0.05 level of significance. Little
weight can be attached to results that
were obtained by excluding more than
half of the patients on the basis of an
apparently arbitrary criterion

-Dr. Hartmann has stated that his
patients had mild sleep latency
problemas. but generally were not
suffering from other forms of insomnia.

The fzc¢t ths t ess thar hail the patents’
usuai sicen dl""‘ v exceeded 13
minut-s. and onlv for 13 percent did it
exceed 30 minuies. leads "o the
conciusion that these paten s’ s“_eg
la'wr;.' ssolems wers so mild that the
2 Tesuils may be atlnb tted to
roor _:au.en! seiection.

(3} The resuits of the Vogel study (Ref.
4} do not snow that pyrilamine reduces
sleep latency. Based on the fact! that
s’eﬂp iaboratory studies have been able
to show an effect on sleep latency for
two other OTC nighttime sleep-aids
(diphenhycramine and doxylamine), the
agency concludes that the resuits of this
study 2o not support pyrilamine's claim
of effectiveness as a nighttime sleep-aid.

Based on the additional information
submitted 'ne agency concludes that the
data are still inadequate ‘o include
pyrilamine in the monograph (Category
I) for use as an OTC nighttime sleep-aid.
The agency's detailed comments and
evaluation of the additional information
are on fie in the Dockets Management
Branch [Refs. 8, 7. and 8}.
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E. Comments on Diphenhydramine

22 The results of several studies were

submitted to support general recognition
of the safety and effectiveness of .
diphenhydramine hydrochloride and
diphenhydramine citrate as OTC -
nighttime sleep-aid ingredients (Refs. 1

. conservative 0.10 ley

awake in bed. RIS

through 12). Diphenhvdramine
hydrachioride was evaluated m eight
studies {Refs. 1 through 8) and
diphennivdramine citrate in ‘ne other
four studies (Refs. 9 through 12

The agency finds that many of the
ciinicul studies concducted with
diphenhvdramine hvdrochloride (Refs. 1
through 8) were conducted on
hospitalized patients and not on the
target population. e.g., mild insomniacs.
or lacked proper sample size or protocol
design and therefore are supportive of
effectiveness, but do not alone establish
general recognition of OTC safety and
effectiveness. For example, one double-
blind piacebo-controlled study (Ref. 5)
compared the effects of 50 mg and 100
mg diphenhydramine hydrochloride in
584 post-ophthalmic surgery patients at
the Massachusetts Eye and Ear
Infirmary who anticipated having
trouble sleeping. The duration of
therapy was one night. Side effects were
also measured and grouped into eight
categories. Both the 30 mg and 100 mg
doses of diphenhydramine
hydrochloride were significantly
superior to placebo. The differences in
efficacy between the 50 mg and 160 mg
doses were not statistically significant .
although the incidence of anUcholme"gxc. :
side effects was significantly- }ugher in
the 100-mg group. The incideace:of other
side effects was low with no significant - -
differences between the two drug groups
and the placebo group. This study is o
acceptable as evidence of the hypnotic - =
efficacy and safety of diphenhydramine
hydrochloride. The study establishes the
optimal dose of diphenhydramine
hydrochloride as 50 mg because the 100-
mg dose was associated with a
significant increase in anticholinergic
side effects with no added increase in
effectiveness. _

The studies by Rickels (Ref. 8) and
Finne:sty and Goldberg (Ref. 73.
conducted in Philadelphia and Boston.

A

-support the effectiveness of

diphenhydramine as a nighttime sleep-

aid. These studies were randamized, -
double-blind. two-treatment, two-period
crossover studies with each period -
lasting 1 week. Both studies-compared -
50 mg diphenhydramine hydrochloride

to placebo in healthy adnits who had
mild nonchronic insomnia. =~ =

In the Philadelphla study,-*

diphenhydramine hyﬁromlondem .
significantly befter (p=0.05) than *: ;
placebo for sleepiatency deare&io
which medication’ belped.%qﬁh of =
sleep, and quality of ; At'the less .
stgriiftcance, iy
diphenhydramine was better tham’
placebo for tbe amount of time :pent 3

PR
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crimina: Enves:;’gatmns between 1873
and 1862, but becayse diphenhydramine
is not schecuied In the Controiled
Subsianids Act. it is nor a primary
object 27 those crming, investigations in
which itis encountered.

The comment noted that data from the
Drug Abuse Warning Netwark (DAWN)
compiied by the Nanonaj Institute on
Drug Abuse {NIDA) have ranked
dipheniydramune in the “Top 50" list of
drugs mertioned in overdose cases seen
in hospital émergency rooms and that
for the period from January to July of
1981, diphenhydramine ranked 27th on
the list, higher than many controlled
substances, including methadone, LSO,
barbituratas, athchlorvynol, codeine,
meprobamate, meperidine,
amphetamine, Oxazepam. and
hydromorphone {Ref. 2). The comment
added that, in 1981, 29 percent (396} of
the overdose victimg included in the
DAWN data used diphenhydramine
alone, and the remaining 71 percent
(961) used diphenhydramine in various
combinations. The comment stated that
the motivation for taki
diphenhydramine was attributed to
psychic effects or dependence in 25
percent, or 333 cases, and suicide
attempts in £8 percent, or 781 cases. The
comment pointed out that the main
Bource of diphenhydramine for an
overdose victim wag through legal
prescription, but that between 1979 and
1881, a significant and increasing source
of the drug was from illicit sources—
thefts and “street buys.”

The comment urged FDA to consider
the STRIDE and DAWN data prior to
issuing rules that would make
diphenhydramine more available to the

that, in addition 10 STRIDE and DAWN
d~ta, the diphenhydramine abuse
portrait includes divergjgn from foreign

g manufacturers, transportation to
clandestine laboratories in South
America, illicit formulation into
methaqualore “look-alikes,” smuggling
into the Un:ied Stades, and domestic
pharmacy theft,

The agency has reviewed the data
submitted by the comment and
concludes that these datg do nat present
a clear picture of deliberate misuse and
abuse of diphenhydramine, nor do they
show that diphenhydramine marketed
OTC a3 a nighttime slesp-aid at a
. recommended doge of 50 mg of

" diphenhydramine bydrochloride or 76

likely to become 3 8eTions risk to public
bealth through abuse.

The STRIDE 4ata illustrate that
diphenhydramine haq been used to
produce counterfeit methaqualone

——

tabiet's, but do not show that References
diphanhvdramine Was ndemand fo;
itseif. An illicit ‘RLerNationad rade iy
bath the commerciaily manufactyre
and the c!andesz:’neiy Tanufacturadg
rounrerieit methagualone tablets used
to exist with 3 wide 2eCgranhic
distmtution. Howevar, £DA has
removed methaquaione from the United
States market. (See the Federal Register
of Sectember 17, 1984: 49 FR 36441.)
Therefore. the agency does not believe
that the counterfeiting program that
previcusiy existed is 3 surficient basis (g
keep cdiphenhydramine off the OTC
market,

An overdose per se dges a0t
necessarily mean that the drug in
question is a drug of abuse, Certainly, 5o
far as the trafficking and diversign data
are concerned. it appears that
diphenhvdramine wag primarily a drug
of deceit and only secondarily a drug of
abuse. With reference io the listing of
diphenhydramine in the DAWN “Top
50" list. the agency questions whether
the overdose victims were knowingly
taking diphenhydramine or whether they
were taking diphenhydramine
manufactured to resembie a prescription
drug product caentaining methaqualone
and represented to them as
methaqualone. A number of OTC drugs
have been involved in the llicit Jogk-
alice drug market, ang the agency is
convinced of the seriousness of the
situation. However, misuyse of a drug
3uch as diphenhydramine that occurs
because the drug is represer:ed ag 3
more potent substance does not
necessarily mean that the drug itself is g
drug of abuse. (See alsq csmment 10
above.)

The agency is concered abouyt ¢}
possibility of any adverse effects
resulting from the use of OTC drug
products, but it alsg recognizes that 3
number of substances in the
marketpiace have the potential for

(1} Traificking Information on
Diphrrhydramine Retrieved from STRIDE.
january 1975 10 Apnl 1982, OTC Volume
050\, Docker No. T5N-9244, Dockets
Management Branch.

12} Top Fiftv Esnmates of Specific Drug
Menuone. OTC Vaiume 050FM. Docket Na.
73N-0244. Dockets Management Branch,

F. Comments on Scopolamine

24. Cre commert requested the
agency to reconsider the Category Il
classification of scopolamine
compounds and reclassify these
ingredients in Category Il for use in
combination with other OTC nighttime
sleep-aid ingredients.

The agency's conclusions on
scopolamine compounds as nighttime
sleep-aid ingredients were previousiy
set forth in the tentative final
monograph on OTC nighttime sleep-aid
drug products {43 FR 25544 at 25543 and

575-25578). The comment has
provided no reason to alter these
conclusions, nor have any new data
been submitted o the agency sinck
publication of the tentative fina]
monograph. Therefors, scopolamine
compom%}; will not be inclnded in the -
OTC nighttirme sleep-eid final
monograph.

1. Summary of Significant Changes to
the Proposed Rule -

1. The agency has redesignated
proposed Subpart D as Sobpart C and
has placed the !abeling sections of the-
monograph in Subpart C.

2. The claim “reduces time o fal)
asleep if you have difficulty falling
asleep” has been added 1o the
Indications sectian of the monograph.
The indication “helps fall asleep” has
been revised to read *helps you fall
asleep if yoy have difficulty falling
asleep.” (See comment 12 above.]

3. The definition of a nighttime sleep-

misuse by some individuais, However, 2id bas been revised slightly. (See

this is not sufficient reason for comment 12 above.) R Jhaa
withholding such drugs from legitimate 4. The waming in § 338.50(c){3)

OTC uses for which they are safe and been expanded to be consistent with the
effective. The reports of waming proposed in the lentative fina] - :
diphenhydramine apuse citeq by the monograph for GTC entib; inedrug -

products io resd “Do not take this. .. -

comment do not indicate a widespread -
prodnct i yon have asthma, glancoms, . - ..

problem, nor do they show any

correlation between thig abuse and OTC emphysema, chromic pulmorary disesse, -
marketing of the dmg. fore. at this  shortness of breath. difficultyim .. .
time the agency finds no regsop why breathing, or difficuity in sriration due
diphenhydramine should not be 1o enlargement of the prostets
avmabbmﬂlnighfﬁmeﬂeep-md. - unlese directed by s doctar.™ -2
Nevertheluc,thaasmcvriumtmue dimbnafdmneedmnpmdﬁcg

Hs?

to moniter this situation and - warning ses the Fadecsi Registar of
will take aporooriate action if additicnal January 15, 1985:50172&!}‘1&15:)
irformation ahould become availabls ' The previously proposed requirement .

concerning diphenhydramine abuseasa  that thig waming-be in type ut MF-"
result of OTC marketing. twica the size 23 other wamings is ast
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for aral administration is genersily
recognized as safe ang effertive and s
rot misbranded i it meets each
eanditior in this part and esch qeneral
conditior establishnd in § 3501 of this
rhapter

{51 References in iy part i
reguiatory sections of the Code of
Federai Regulanons are to Chapter [ of
Title 21 unless cthenvise noted.

§ 338.3 Definition.

As used in this part:

Nighttime sieep-aid. A drug that is
useful for the relief of occasional
sleeplessness by individuais who have
difficulty falling asleep.

Subpart B—Active Ingredients

§338.10 Nighttime sieep-aid active
ingredients,

The active ingredient of the produc!
consists of any of the following when
used within the dosage limits
established for each ingredient in
§ 338.50(d):

{a) Diphenhydramine hydrochioride.

{b} Diphenhydramine citrate.

Subpart C—{abeling

§ 338.50 Labeling of nighttime steep-aid
drug products.

{a) Statement of identity. The labeling

of the product contains the established
name of the drug. if any, and identifies
the product as a “nighttime sleep-aid."

{B) Iacications. The labeling of the
product states. under the neading
“Indicaticns.” one or more of the
parases iisted in this parugraph. Other
truthful and nonmislesing statements.
dascribing oniv the indications for use
thai have been establisned and listed in
this paragraph (b). may aiso e used. as
provided in § 330.1(c}(2} of this chapter,
subject to the provisions of section 502
of the act relating to misbranding and
the prohibition in section 301(d) of the
act against the introduction or delivery
for introduction into interstate
commerce of unapproved new drugs in
violation of section 505(a) of the act.

(1} {"Helps you™ or “Reduces time t0™)
“fall asleep if you have difficulty falling
asleep.”

{2} “For relief of occasional
siceplessness.”

{3} "Helps to reduce difficulty falling
asleep.”

{c) Warnings. The labeling of the
product contains the following wamings
under the heading “Warnings™

(1) “Do not give to children under 12
years of age.”

(2} “If sleeplessness persists
continuously for more than 2 weeks,
consult your doctor. Insamnia may be a
symptom of serious underiying medical
illness.”

{3) "Da not take this product if you
have asthma. glaucoma, emphysema,
chronic pulmonary disease, shortness of
breath, difficulty in breathing, or

difficulty in urination due to
enlargement of the prostate gland unless
directed by a doctor.”

(3] “Avoid alcoholic beverages while
taking this product. Do not take this
product if you are taking sedatives or
tranquilizers. without first consulting
your doctor.™ .

(d) Directions. The labeling of the
product contains the following
information under the heading
“Directions™

(1) For products containing
diphenhydramine A ydrochloride
identified in § 338. 10(g). Adults and
children 12 years of age and over: Oral
dosage is 50 milligrams at bedtime if
needed, or as directed by a doctor,

(2} For products containing
diphenhydramine citrate identified ixn
§338.10(b). Adults and children 12 years
of age and over: Oral dosage is 78
milligrams at bedtime if needed, or as
directed by a doctor.

(e) The word “physician"” may he
substituted for the word “doctor” in any
of the labeling statements in this
section. :

Dated: January 17, 1989,
Frank E. Young,
Cammissioner of Food and Drugs.
{FR Doc. 33-3384 Filed 2~13-89; 8:45 am|
BULING COOE 4160-01-4
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FDA agrees that the manufacrarer
musi ‘mow 10w Juch preservadve is
coniained in the crange juics as
purczased. The agency conciudes that
the percani Dy weignt of the
Preservatve used, ~egardless of the
amount. 3nouicd Se deciared on the label
as required by the tresent reguiadons
and 1as 30 provided in tha 3nai
reguiatdon.

$. Two commentis opposed the
proposed label statement that “this food
must >e used sniv for further
manufacuring.” They asserted that this
statement i3 unnecessary decause these
foods are generaily packed n drums or
bareis io be used for further
manufacturing and could not Se 3oid at
retail.

The agency agrees that if these foods
_are packed in drums or barreis, the
proposed latei statement i3
unnecessary. However, because of its
concern over the pcsibility that the
‘products could inadvertently be sold
through retail ckanneis if the two focds
are packed in coptainers other than
drums or barrels, FDA is requiring that
wten he /cods ire sacked o sontaizars
wihose zatacities are less than 19 litars
{5 zallons), the latet sbail bear 2
statement indicating that the Jcods are
“for further manufacruring use oniy.”

8. Cne comment atated that the
preposed provision that wouid require
each of :he ootional ingradients used ‘o
be declared on the label ia unnecessary
because ‘ke only ingredients sresent are
orange juice or concentrated orange
juice and preservative. Tae comment
claimed that a statement of the percent
by weignt and name of the preservative
used cougpled with the name of the focd
is a compiete list of ingredients, and
suggested that any other listing would
be redundant.

PDA agrees that if a preservative is
the only optional ingredient used in
tkese fpods, the declaration of the
preservative used along with the name
of the focd on the principal display
pane! canstitules a list of the optional
ingrediec:s used as required by 21 CFR
Part 101. However, if concentrated
orange juice with preservative
{§ 148.134) conlains 2 sweetzner as
permitted by the standard, then a Usting
of all opdonal ingredients used shall
3ppear together on aither the principal
display panel or information paxzel of
the latel

Therefor2. ander the Fedaral Teed,
Drug. and CosmeZc Act (secs. 101,
701(e}, 52 Stat. 1048 13 amancdad, 70 Stat.
915 as amended (271 U.S.C. 341, 371(e)))
and under authority delegatad o the
Commissicner of Food and Crugs (21

CFR 5.1), Part 146 is amended 28
inilows: .

1. In § 148.152 by revising paragrapns
) and {d) to read as jolows:

3 148.152 Crange uics ¥ith sreservative.
* » . » 2

{b} The preservatives reierred to in
paragrana (a] of this secdcn are any
3aie and suitable preservadves or
combinations thereof.

* » . + .

{d) Zach of he opdonal ingredients
used 3nail be declared on the label a8
required by the applicabie sectons ot
Part 101 of this chapter. In addition. the
name of 2ach preservative 1nail be
precaded by a statemert of the percent
by weight of the preservative used. If the
food is packed in container sizes that
are less than 19 liters (3 gailons), the
labei shall bear a statersent indicating
that the ood is for further
manuracturing 2se oniy.

- » * ’ *

2. In } 246.134 by revising paragraphs

{b} and {d) !0 read as jollows:

} 148,154  ZoncenirTiad 2ronge lvice with
praseryatve.
* L] » * ]

(b} The preservacves referred o i
paragrapn {a) of ‘his secton are any
sare and suitabie preservatives or
compinations thereol.

k ] k2 » k] -

{d) Zach of the sptcnal ‘ngredients
used shall Se declared on the latel as
required by the applicabie lections of
Part 101 or this chapter. In addition, the
.name of 2ach preservative sbail be
precaded by a statement ¢f the percent
by weight of the preservative used. If the
food is packed in contairer sizes that
are less than 19 liters {3 gailoas), the
labei shail bear a statemext indicating -
that the food is for hurther
maruwfachring use oniy.

* * Ed * 2

Any person who wil' e adversely
affected by the foregoirg reguiation may
at any {ime on or before Julv 23, 1973,
submit to the Hearing Clerk (HFA-3C3),
Food and Drug Adminisration, ®m. 4
85, 5600 Fisners Lane, Rockville, MD
20857, ‘aTitten objectons 'Meretg and
may make 3 WTitleo request for a public
bearing on the stated objections. Each
objection inail be separatziy aumbered
and 2ach numbered pbjecticn shall
specify wilh particularity the provision
of the requiation ‘o wkich sbiection is
made. Zach 2umkbered ctiecton on
which a hearing is requested shall
speciiically 5o state; failure to request a
hearing for any particular objecHon
shall constitute a waijver of the right t0 3

Yearing on that objecton. Bach
numpered oDjection for which a hear
is requested 3hall include a detailed
description and analysis of the spec::
factuai information intended to be
presented in support of the objection
the evenrt that a hearing is held: failu
1o inciude such a description and
analysis Jor any particular objection
shall constitute a waiver of the right
hearing on the objection. Four copies
ail documents anail be submitted anc
shail be identified with the Hearing
Clerk docket aumber found in brack:
in the heading of this regulation.
Received objections may be séen in
‘above office between the hours of 9
and 4 p.. Monday through Friday.
Xffecuve date. Zxcept as to any

provisions that may be stayed by the
filing of proper objections, complian
with this final regulation, mcluding :
required lapeling changes, may begn
July 22, 1879, and all products initiai
intreduczd into interstate commerce
or after ‘uiv 1, 1881 spalil fully compi
Notice of the fling of objections or |
therecf will Se published in the Face
Registar,

{Secs. 101. "01{e], X2 3tat 1048 as amend
70 Stat 519 as amended {21 UL 341,
371(ej}}

Dated: june 13, 1973

Josepn ?. Hile.

Associate Commissioner jor Regwicaory
Afirs.

[FR Soc. 7915718 Filed 3-22-7% 246 am}

SULNG 3SOE 1303

21CF3R Part 210
{Cockat No. 758-324d]

Orugs icr Human Use; Cver-the-
Countar (OTC; Caytime Sedatives

AGENCY: Focd and Drug Administra
ACTION: Final ordes.

SUMMARY: This document contains ¢
final decision that any ingredient wi
labeled for use as an over-the-count
{OTC) daytime sedative is not gener
recognized as safe and effectve for
intended yse. Any product markatec
this use wouid be subject to regulatc
action uriess it is the subject of an
approved new drug appiication. Tae
Commissioner of Food and Drugs is
taking this acHon after considering
public comments on the tentative fir
order putiisted in the Federal Regis
of June 13, 1973 (43 TR 25344). This 7
decision is part of TDA"s cngoing ==
of CTC drug products.

EFFICTIVE DATE Decamber 24, 1979
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FOR FURTHER INFCRMATICN CTNTACT
william . Gilberacn, 3uresu of Drugs
(HFD-310), Food and Drug
AdminisTatdon, Department af Heaith,
Educaden. ind Weifare, 38C0 Fishers
Lane, Rockviile. MD 20857, 201443~
4660,

SUPPLIMENTARY :NFCRMATICN: [n the
Federal Register of December 3, 1875 (40

FR 37232), the agency, under
b 330..0(31(6) (22 CR “vO..OfaJ[a]),

issued 1 pmoosal to 2staciisn
monogranns fcr OTC :ugnmwe sleep-

aid, daytime sedative, and stimulant
drug sroducts, ‘ogether with the
conciusions and ‘ef‘ammencauons of
the Advisory Review Pacel ca OTC
Sedatve, Sleep-Aid, and Tranquilizer
Drug Products.

In accordance with § 320.22(a}(2) (22
CFR 320.10(a)(2)), the data and
information comsidarec by the Danel
wer° nut on puo"c ..mﬂxay in the office
of the Hearing Clerk, Food and Drug
Adxr.'.. swation FoA), Rm. +-335. 3800

iskers J..ax:e Recikedile, MD 2C857, after

de~e of rade Jecet informadon

Tent ahve finai or<ars de: ‘ax...ng to
OT;. aignttime sieep-1id and stmulant
drug srocucts were publistad in the
Foderal Ragister of ’.m 13,1873 43 FR
2554}, O TC daytize jecadves wers
discussed in the preambia ‘o those
orders but did 2ot appear ;n 1

onograch included with the ardera
beczuse ail T favtime jedatives
were zlacad in Category I 23 act
generally ‘"C"’I""“"‘ 13 jafe and
effeczve Jor CTC 1se. Interestad
pericos werz nviiad lo Sle. witkin 20
days, ariiten :z::)e::‘:cns ind !0 seguest
an oral hearing * _e::re the Com=issioner

regarding the !entative Snai orcers.

Tzis order containg the agency’s final
decisicn sn 07T daytime sedativa drug
products only. The azmcf: 3nal
decision on OTC uign"*’“e sleep-aid
and stimulan: drug oroducts will be
dxscussed in a:'.':e docurments.

ccordingly, only those comments and
pordons of comments adcrassed to ‘the

agency’; conciusicna oo dayZixz
secatves (43 FR 15383) are :i. e3sed
Deigw. In respcnie o the lazts ve Aral
orcer, Ave commants ware mec ad

frem three conawzers, onz zonsumes
group. and one manufacherar,

A. Tae Agency's Conclusions on tha
Commenty

3 xpressed perscnal scicions
fn faver o >t ospoesiticrn o dte
agency’s de o ‘o plage daydmx

m
o
N
L
P
Y]

tecagvas in C*re:z:.-" :
n faver of *t2 decizicz 3ia
taking ki3 1cticn il .‘3:‘1:-“ Lt

nMut’_f of drugs that are jub jectto

abuse. The ssmments opposed ‘o the
decision stated that certain CTC
daytime sedative preducts dad provided
reiief for saricular conditions
(sL.emessness and seadache} which are
unreiated o the indicadors fer a
daytime jedadve.

The comrments opposed to the
agency’s decisicn to piace OTC daydme
secatives in Category O zrovided
personal testimony :n supcert of specific
OTC daytizme sedative products aut did
not ofer any :eason 'o change th

agency’s decision. The agency .‘eaf":ms
the conclusions stated in paragrapn 38
of the preambie to the june 13, 2973
le'-":u've Aral orders.

2 Cne scmmert arged FTA i take
acZon outsice the "ox'.nax seguiatory
procadures ‘o immediately reove
scopolamize Tom C’I‘C daydme
secative sroducis decause sccpolamine

is both ursaf2 and ineZzcdve or this
imended a3e,

The agency's dclicy wit restect o
.r_9=c.am: CTC img arocuzss has
been ‘o lakxa acdcn cuizics he zormal
CTC: g'ua oIy process cnly wihan

Lol

catmcad margating 2 thg nee
oruposabohl -3 -

pcses 1 swicient reallh dazard 2.3,
haicgenated salicyianilides. Tz 2gency

stated in -ar""aﬂ"‘ ™1 of ke zreamsie
to the juze 12. 1673 lantadve 3=af orcars
that *he availatle Zata o 2ot warrant

Injdating 2csen ouwside the 2ermal OTC
drug *wiew adminisTative procass
because ke lsvai 3f icc cia'""
ccotainad o markatec ’_, IC faydime
secauve products i3 co low o warrart
a serious 3afaty cozcarm The scmment
p_rovzc_ed 0 reascn wey the 2gency
stould Teacta diffzrent zenciusion at
th.s Hree. In any case, according o the
°ncy 3 izformaten, 3ince publication
of the Decarmber 3. 573 ;rc;csal 2any
wanufacrurers of 27T davt
secatives have sefcrmulated ‘.’:.ai:
Prv‘cvn-‘
Mcreove.. publicagon ¢of the 3naj orde

to 2liminatz jeopcizming

_contained in this decument will require

re—oval of all davize jedatves,

Including any waica still contain
:poia:_i::e. Tom ha TTC masket
3. Cna ccmmeant statzc hat members

of “'e OTC Secat 1

Tranguilizer Pazel we

FDA oifiziala o ;.:..‘.ga

12233003, -.._'e '-’a:.e: 3 ...J:

j:-.i.’.i ard

mveivag,
These sae2 alle';a::c"a ‘vare macde in

a 1e2aring zefcro

Mcrogoly and Axs:

A-...l:‘s: of k2 Zelact Zommitea 2

Small Business, Uzitad Slates Semats,

<
1 m——
Juzcom=itte2 on
-

heid in Wasnington. DC, on june !4 and
21, 1877. A covy of the record of those
pmceedings aas peen placad on pubiic
display in the agency’'s office of=he
Hearing Clerk. address given abave. At
the Senate searing, one member of the
OTC 3edadve, Sleep-Aid. and
Tranquilizer Panei stated that 7DA
officials pressured Panei memcers o
“water down" the ?anei’s Category I
reccmmendations hy arging that
daytime sedatves be niaced in Category
HI Secause the availadle data did aot
support piacing anubistamine preducts
in Categery 1. This view was
contradicted by te Panei Casirman,
who wanted "o make it very cigar *hat
FDA did act 2xer any undue infuence
on the Panel, and ainiy 20t oo A3
Chairman.™ Another Panei zeamzer
testifed ‘hat, wkile ~sact:o.nt=c with
the Parpei's majerity decisicn ‘o move
daytime jedatives rem Categery I to
Category L he memper “did 2ot fael i
was cuz 'c 1oy 1ndue sressures oy he
Lt The agency
ther=iore r2iec:3 he >ositcn 2s3erizd in
-~ A4

sar
Sal.

e scmmernt '°:"°st d1 '_‘.ear'_:;
to Present : tizcticns w0 ke 2genCy'3
preposal ‘o place mewzapyriiene-
¢entaining favime secadves
Categery 0. The comment Zereiy stated
"'Ne Aerewith re2quest 1 jearing tefcre

e Focd ind Trug 3c:::':.:sg.acc.. n
orcer to present sur opjecZons.” sut did
Dot specify wiat ke scjectdcns wera.

Secdon 320.20(aj{} of the reguiadons
{22 CFR 220.10(aj(7) states that any
objections ‘c 3 tentadve 5nal

monograpa are io de suprored By 1
brief statermant :' ke ""u:d o ks
objectons and that 1 requeast Icr an oral

hearing may 2c3ampany sucz
objectors. Secton 220.210(a){(8) (==
820.10(a)(8)] statas 'hat the
Commissicner will JC..“"“.UE an oo
hearing if the grounds in jupper of e
objections are resscnakla. Because ‘he
person rzquestng 3 zearing did not give
any statemen: of tha grounds for tha
objeciezs, and Secatse e izency is
unawars of any sesscnasie 3:""'6_3 hat
would ustfy 3 2e ':g cn ‘he issus
reiating ‘o cav'""s secativas, the
hearing ~equest i3 deniec.
agency arnd the drug indusicy 102
currently faking actca i temeve
methapyrilene-containing drug zreducts
from the market iz ~estonse io tecex
firdings by the Nadonal Zancer Institusz
thai methzoitiiene is 1 zartinzgen,
Thus, the teguest or 3 Searing would
jerve nc Turscse

Tryme 3}
rurzar, A2
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3. The Agency’s Tinai Conciusicns cn
OTC Daytme Sadagve Drug Products

Anchisiamines, Sromides. and
scopolamine compounds. sither 3ingfy or
in comoinaticn with sther ingredients,
e.3.. anaigesics, iming acids, 1nd
vitamins. Save Seen marxered ‘or nse 13
OTC daytime jedadves {or similar or
related indicaticns). The foilowing
claims were submitted for the daytme
sedative sroducts: ~>ccasional simpia
nervous lznsion.” “aervous iritanility,”
“nervcus 1esdacae.” “imeis
pervousness due to commea svery day
overwark and jatgue,” “a ssisxed
feeling,” “caiming down and seiaxing,”
“gently soothe away the tensicn,”
“calmadve,” and “resolving that
{rritapility thai suins your day.” Thae
agency is also awars of & fotlcwing
claics that have seea asscciated with
these drugs: “heips you r=iax”
wrestlessness,” ‘“waen you're uncer
occasional 3gess. . . 2eips JOu WCIX
relaxad.”

‘While antihistacine drugs. when used
as daytme sedatives, maks the user
drowsy or siegpy, Serz w230 danatlo
incicate ‘hat *he drowasinass affact is
reiated '0 ~eiizving svmotoms of
anx<iary. Drowsiness is in factin
ancesmabis side afect jor sersons using
these products during a3 day, ¥aen
they zeed !o Ce aart Arccordingiy, the
agercy coneiudes tat anchistamices
should e zlassifad n Categery
because they ars not jegeraily
recognized as Jefe or efecdve when
used 1s 3aytiza sedagves

Tae bromida compounds 1re Seing
placed in Categery I tecase they do
not act as daytme sedatives in 1 single
desa acd. i *aken aver 1 long 2nough
pericd of dma to reacd kherapenic
levels, couid be 3everaiy loxic

The scepolamine compounds are
classifiad in Tategory O secause they
are inefective at presenty marxated
doses. At higher dcses that would
achieve 1 therapeufic afzct
{drswsizess), tha scspclamine
teczuse 5 ke

in the paragrach @

&

to the desired therageutic:
davtime secatv2 srocuets.
The agency i3 maware of any OTC

aj feterminaton
an e generaily

ffactive for 188
iariva, if the

o

labeiing of any product sepresents &
suggests it ‘o ce used as CTC
daytime sedative {or 1y 3imiiar £
reiated indicadon) that product will be
considered a new drug within .
meaning of secticn 201 {pj <f 22 Tederal
Food. Drug, and Cosmetg .AL: oot U.S.‘C'.
321({p)) and may zot 5e marxeted ‘or this
use unless it is the subject of I
approved aew drug appiicacos
Therefore, ander the Federal Food.
Drug, and Cosmetic Act (seca. 201{p)
502, 305, 701, 32 Stat. 1043-iC42 as
ar2nded, 1050-1053 13 amerded, 1055
1058 as amended (21 US.C. 21(ph 352,
55, 371} and the AdminisTadve
Procadure Act (3 U.3.C. 383, 334, T0%
703, 704) and under iuthority Jaiegated
1o the Commissioner 22 TFR 3.1},
Subchapter D of Title 21 of the Code of
Federal Regulatiors is amzzded Jy
adding aew } 310.319 0 read 1s fodows:

$310.319 Drug producs marksiad 23
over-the-csuntsr (OT<) dayime secatres.

fa) Antinistarizes, Sromidas. and
scopolamine cempounds, 2i2er i

=ar s
in comrtinatcns, lave Seez &k
ingradianty = gyer-he-tguziar ‘CTC
drag sroducs for nse 13 dayrme
sedatives. Tae ‘oilowizg Zaizs 2av3
been made ‘or daytma sedazve
products: "occasicnal 1izzie 2ervous
tansiop,™ "aerveus iTitapiiy,” “Deryous
headache,” “iimnle zervouaness dua 0
cormmen avery day overwerk and
fatigue,” “3 siaxed l2eling” “salming
down and ~=siaxing,” “gzezty joothe
away the :ersicn,” b
“sagciving that irritatiiity hat ruina
your day,” “heips you raiax’
“cestlessmess,” “woen you'te under
occasional stress ... Seizs you work
relaxed.” 3ased on 2vidazce presendy
available, thers ire 2o ingredisnts that
can be generaily secognized is saie and
efpctive Jor use 13 OTC daydze
sedatives.

(b) Any OTC drug precuc: atls
lapled, rezresentad. or Zromoted as an
CTC daytme secdatve ‘cr any similar or
related incication) is ~egasdad a3 1 new
drug within the meaning of jecZen
201(p] of ke Faderzl Focd, Srug, and
Cosmetic Ac: for wiick az appreved
new drug applicatiza unler secdon 305
of *he act and Dart 214 of this clapteris
requirad ‘or markating

(c} A cczpieted 1nd 3umead "Natice of
Claimed Investizazonai zxamzdon for a
New Drz3" { q

3z
in } .

Wt e
S3iT3TVS

£371), 13 set forth
3102 of this zhaptef 3 fequired o

covar sinical ipvasuzaZons lesigned o
obtaip avidazce hat suct 1 zrzgaradon

is 32’2 for ke jurzcse niezcec

(d) Any CTC daysize sedauve drug
procduct mtroduced nip mleralata
. Ia]
o

commarce afier Decemner

§

[
-
4
¥

lg sot ‘n compliance with this 3ection is
subject io reguiatory acdon

Effec:ive dars, This order will be
affecive Cecamrer 24, 1573,
(Seca. 201(p), 502, 505. "U1, 32 Stat. 1041-1042

as amended 1050-iGC53 18 amended. 1033~

1058 as amended {21 U.S.C. 321(pj, 352 355

371) (5 US.C 333, 354, 702, 703, T04}.)
Dated: une 18. 1972

Sherwin Gardpee.

Aczing Camumissioner 3f Feed and Drugs.
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Oral Deaaga Form New Animai Cru--
Not Supject o Cartification; Pyran...
Pamoate Suscensicn

AGZHCY: Tood and Drug Administrat:
ACTION: Tinal md

SUMBMARY: The animal drog regulader
ara amerded ‘o redlect 3poreval of 2
supplemental zew apirmai dry
appiication DNATA] Sied Dy FEzer,
aroviding Tor 3afz and afacive use af -
higher concentraton of & urT dy
approved iotheimindc juspension for
removal of ouRswerms ind 100XWorT
@ dega.

IFFICTIVE DATE ume 22, 1973

FOR FLUATHER NFCAIMATICHM STMTACT:
Bob G. CafSth, Buseau of Veterinary

Medicre (FFV-112), Feod and Drug
Admiristaticn, Deparment of Heaith,
Educaticn. nd Waifars, 3600 Fisners
Lana, Rcckville, MD 2CAE7, J01—HC~
2420.
SUPSLIMENTARY INFORMATION: PEzar,
Inc., 235 Z. 424 St. New York, NY iC017.
filed 1 supplemental NADA providing
for use of 3 suspensicn of #.54
milligrams of syraztei {as ayrantsl
pamoate) per milliliter for semeval of
roundworzs and 2cckworms in dogs.
Pfizar currently Dolds approval for 3
suspension containing 227 milligrams oi
pvrantel base per milliliter. Tais
suptlemexntal dosage form covers orly 3
change in conceniration of actve
ingredient Tom 2.27 milligrams ser
miililiter {0 4.34 milligrams per milliiitez.
No change is being made in the
approved cenditions of use. and =o
added rak of ‘oxicity is present Tem b
inadvertent overdosage of tis new
concentration. Therefore, ander the
Burzau’s supplamental policy. the
acoroval of his suppiemertal
asplicaton 123 act required v
reevajuaticn af ke narent NADAL

In aceardanca with e Tzedom i
information tequiatices and
§ 514.22(e1(2)(11) of ke animal drag



